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Entty of the foregoing, reexamination and reconsideration of the subject njatter 
identified in cation, as amended, pursuant to and consistent with 37 C.F.R. §1. 112, and in 
light of the remarlcs which follow are respectfully requested. 

Claims 1-18 are pending in the application. 

By the above amendment, claim 1 has been amended to further define the claimed 
composition as comprising an amount of at least 1 agent sufficient to elicit an irritant side 
effect to a user when utilized in a composition that does not include and interleukin-1 
antagonist or a TNF-alpha antagonist wherein the irritant agent is an active agent in said 
composition. Claim 1 has been ftoher amended to.define the composition as con5)rising 
an amount of at least one compound, selected from an identified group, sufficient to prevent 
or alleviate said irritant side effect. Support for this amendment can be found at least at 
pages 14-15 oftheEnglishlanguage translation ofthe specification. AdditionaUy. claim2 
lias been amended to more broadly define the active agent in the composition of claim 1 . 

Turning now to the Official Action, claims 1-18 stand rejected under the judiciaUy 
created doctrine of obviousness-type double patenting as being unpatentable over claims 1-7 
of U.S. Patent No. 5.658,581. over claims 1-20 of U.S. Patent 5.993.833, over claims 1- 
30 of U.S. Patent No. 6,277.387 and over claims 15^1 of U.S. Patent No. 6.060,061. In 
response to the Examiner's rejection over claims 1-7 of U.S. Patent No. 5.658.581 and 
claims 39-41 of U.S. Patent No. 6.060,061. Applicants have filed appropriate terminal 
disclaimers together with the instant Amendment to obviate these rejections. 
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With respect to the rejection over claims 1-20 of U.S. Patent No. ^3,833 and 
over claims 1-30 of U.S. Patent No, 6.27?,387. Applicants provide the foUowing remarks. 
Applicants submit that because claims 1^20 of U.S. Patent No. 6,993.833 and claims 1-30 
of U.S. Patent No. 6,277.38? are method nlaims defining a msthfld for the treatment of 
sensitive skin, the cnmposiffflTi r1»ims of die instant ^Ucation. directed to a cnmpn.iH»„ 
for phannaceutical. cosmetic or dermatological usage, are clearly patentably distinct from 
the claims of die '833 and '387 patents. Accordingly. Applicants submit that these 
J rejections are improper and should be withdrawn. 

Claims 1-2, 4. 8. lO-U, 13 and 17 stand rejected under 35 U.S.C. §112, second 
paragraph, as bemg indefinite. For at least die reasons diat foUow. wididrawal of these 
rejections is in order. 

Witii respect to die rejection of claims 2 and 11 for use of the term "solvents. " 
Applicants have amended claims 2 and 11 to obviate this rejection. More spedficaUy . 
AppUcants have amended claims 2 and 11 to remove die remove die woid "solvents. " 

Widi respect to the rejection of claims 1 and 10 for use of die phrase "one agent 
which produces an irritant side-effect. " Applicants have amended claims 1 and 10 to 
obviate tiiis rejection. More specificaUy. Applicants have amended claims 1 and 10 to read 
in part "...an amount of at least one agent sufficient to elicit an irritant side-effect...." 

Widi respea to the rejection of claims 4 and 13. Applicants submit diat the claims 4 
and 13. and die disclosure at page 8, paragraph 32 are intended to disclose diat die 
antagonist of die invention are. for example, compounds diat comprise at least one 
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heterocycle and nitrogen compounds comprising at least benzene ring. That is, the "at least 
one benzene ring" limitation ^iplies only to nitrogen compounds. 

Wiih respect to the rejection of claims 8 and 17 for use of the phrase "agents which 
modulate the differentiation and/or the proliferation and/or the pigmentation of skin, " 
Applicants submit that these terms would be readily understood by one of ordinary skill in 
the art when read in view of the specification. That is, the specification at page 13. 
paragraph 56, provides exanqjles of specific agents which modulate differentiation and/or 
proliferation and/or skin pigmentation, such as retinoic acid and its isomers, retinol and its 
esters, vitamin D and its derivatives, estrogens such as estrodial. kojic acid or 
hydroquinone etc. 

For at least the above reasons, reconsideration and withdrawal of the rejection is in 

order. 

Claims 1-2, 5-8. 10-11 and 14-17 stand rejected under 35 U.S.C. §102(b) as being 
anticipated by Parker et al. (U.S. Patent No. 5.039.695). For at least the reasons that 
follow, withdrawal of the rejection is in order 

The present invention relates to the use of a histamine amagonist, an interleukin-l 
antagonist and/or TNFnalpha antagonist in a cosmetic phaimaceutical or dermatological 
con^rosition for topical appUcation, intended, in particular, for the treatmem of sensitive 
skin, as well as to a composition containing a histamme antagonist, and interleukin-l 
antagonist and/or a TNF-alpha antagonist for the purpose of decreasing or even abolishing 
the irritant effects of certain products, and in particular of certain active agents used in the 
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cosmetics, phannaceutical or dermatological field. See specification at page 1. paragraph 
2. 

For example, independent claim 1, as amended above, sets forth a composition 
suitable for phannaceutical. cosmetic or dermatological usage said composition comprising 
an amount of at least one agent sufficient to elicit an irritant side-effect to a user when 
utilized in a composition that does not include an interleuldn-1 antagonist or a TNF-alpha 
antagonist, and wherein said irritant agent is an active agent in said composition, an amount 
of at least one compound selected from the group consisting of interleukin-1 antagonists, 
TNF-alpha antagonists and combmations thereof, sufficient to prevent or alleviate said 
irritant side-effect, and a cosmetically, dermatologically or pharmaceutically acceptable 
medium therefor. 

It is well established, that in order to establish anticipation under §102(b), each 
element of the claim in issue must be found, either expressly described or under principles 
of mherency, in a smgle prior art reference. Kaim»n v K-i nih,.riy.r^| .| f 218 USPQ 

789 (Fed. Cir. 1983). That is not the case here^ 

Parker relates to certain aiyl- and heteroaryl-alkyl-pyrrole carboxyUc acid 
compounds of the formula I and to salts thereof. AdditionaUy, Parker is related to the 
pharmacological use of the con5)ounds of formula I as hiterieukin-i inhibitors effective in 
alleviating interleuldn-l mediated conditions. See Parker at col. 1, line 55 to col. 2, line 9. 

Parker does not disclose or suggest each feature of the ptesently claimed invention. 
For example. Parker does not disclose or fairly suggest a composition comprising at least 
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. ^ one agent sufficient to elicit an irritant side-effect to a user when utilized in a composition 
that does not include an inierleukin-l antagonist and/or a TNF-alpha amagonist ^an amoimt 
of at least one compound selected from the group consisting of interleukin-1 antagonist, 
TNF-alpha antagonist and combination thereof, sufficient to prevent or alleviate said 
irritant side-effect, and a cosmetically, dermatologically or phaimaceutically acceptable 
medium therefor, as set forth, for exanqile, in independent claim 1. 

In particular. Parker discloses that the compound of formula I can be administered 
with a pharmaceutically-acceptable carrier using conventional dosage unit forms 
parentemally, orally, topically, or the like. See Parker at col. 8. lines 7-11. AddiiionaUy, 
Parker discloses that the disclosed compositions can be preserved by adding an antioxidant 
such as ascorbic acid or other suitable preservatives. See Parker at col. 11, lines 11-14. In 
stark contrast, the composition of the presently claimed invention, requires a combmation 
of at least one IL-1 antagonist and/or at least one TNF-alpha antagonist and at least one 
active agent that elicits a desired effect in the composition. 

The composition of the presently claimed invention fiirther requires that the active 
agent be contained in an amount sufficient to cause irritation to a user but for the presence 
of the at least one IL-1 antagonist and/or the at least one TNF-alpha antagonist. 
Accordingly, the composition of the presently claimed invention includes specific 'amounts 
of both IL-1 antagonist and/or TNF-alpha antagonist and active agent. That is, the irritant 
active agent must be contained in an amount sufficient to cause irritation and the IL-1 
antagonist and/or TNF-alpha antagonist must be present in an amount sufficient to alleviate 
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and/or prevent the iiritation caused by the irritant active agent. Clearly, Paricer faUs to 
disclose or fiiirly suggest such a combination. tThat is, nowhere does Parker specifically 
disclose or suggest a composition comprising an active agent that elicits an irritant side- 
effect to a user of ihe oomposition.J> 

Also. Parker is further deficient in that Parker fails to meet the functional 
limitations of the presently claimed invention. As discussed above, the composition of the 
presently claimed invention is specifically defined in the claims as including an amount of 
irritant active agent sufficient to elicit irritation to a user and an amount of IL-l antagonist 
and/or TNF-alpha antagonist sufficient to aUeviate or prevent such irritation. [Accordingly. 
Applicants submit that the composition of Parker would, not Include the specific ratio of 
irritant relative to IL-l antagonist and/or TNF-alpha antagonist, as claimed] ' i v/ ' 
Additionally, the preservative (i.e.. ascorbic acid as an antioxidant preservative) 
does not constitute an active agent as defined in the presently claimed invention. " That is. 
the ascorbic acid preservative of Parker does not constitute an agent sufficient to elicit an 
irritant side-effect to a user when used in a composition tiiat does not include an 
interleukin-1 antagonist or a TNF-alpha antagonist. 

For at least tiiese reasons, tiie composition of die presently claimed invention is not 
anticipated by Parker. Accordingly, withdrawal of the §102(b) rejection based on Parker 
alone is respectfully requested. 
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Claims 1-18 stand rejected under 35 U.S.C. §103(a) as being unpatentable over 
Parker in view of Blank et al. (U.S. Patent No. 5,605.894). For at least the reasons that 
follow, withdrawal of the rejection is in order. 

As explained above, Parker fails to disclose or fairly suggest each and every feature 
of the presentiy claimed invention. That is, Parker clearly foils to disclose or suggest a 
composition comprising a combination of an irritant active agent present in an amount 
sufficient to elicit irritation to a user and a IL-1 antagonist and/or TNF-alpha antagonist 
present in an amount sufficient to alleviate or prevent irritation caused by flie irritant active 
agent. 

AdditionaUy , Parker discloses that tiiere is a need to control the release of DL-l and 
IL-1 mediated conditions and inflammation without production of concomitant side effects 
which presentiy acconq>any tiie use of anti-inflammatoiy steroids and non-steroidal anti- 
inflammatory agents. See Parker at col. 1. lines 45-52. Accordingly, flie objective of 
Parker is to proyide better IL-l inhibitors. Parker achieves tiiis objective by providing 

r 

compounds of formula I as IL-1 inhibitors tiiat are effective in alleviating IL-1 mediated 
conditions. In stark contrast to tiie composition of the presentiy claimed invention, 
nowhere does Parker disclose or even suggest providing a IL-I inhibitor in a composition \ 
to antagonize an irritant side-effect elicited by an active agent present in tiie composition. 
Accordingly, Parker clearly faUs to disclose or suggest tiie composition of tiie presentiy 
claimed invention, as set forth, for example, in claims 1 and 3. 
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Blank ftils to overcome the above deficiencies of Parker. Blank relates to the fidd 
of anti-aging of skin. In particular, die invention of Blank relates to novel con^sitioiis for 
ef&cing and preventing wrinkles in the mammalian skin. See Blank at col. 1, lines 10-14. 

For example, claim 1 of Blank defines a composition for regulating wrinkles and 
atrophy in mammalian skin conqirising treating the skin with (a) a safe and effective 
amount of salicylic acid, (b) another active component and (c) a phannaceutically 
acceptable carri^. 

Blank discloses that the objective of the disclosed invention is to combat irritation 
caused by salicyUc acid. In particular, Blank discloses that salicylic acid is known to be 
used for the treatment of various conditions. Blank further discloses that because salicylic 
acid is often used in large doses, it can cause significant irritation and is incompatible with 
a persistent treatment of normal skin. See Blank at col. 1, lines 46-52. Thus, the objective 
of Blank is to provide compositions for regulating wrinkles and/or atrophy in ma«im:.HaT, 
skin compatible with a persistent treatment of normal skin. Blank achieves this objective 
by providing a composition comprising (a) a safe and effective amount of an anti- 
wrinkle/anti-atrophy agent, (b) a safe and effective amount of an additional compound, and 
(c) a phaimaceutically acceptable carrier. According to Blank, a "safe and effective 
amount" is intended to mean an amoxmt of conqjound sufficient to induce a positive 
modification in the condition to be treated, but low enough to avoid serious side effects. 
See Blank at col. 2. Unes 40-44. 
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Among other additional compounds. Blank discloses that anti-inflammatory agents 
can be included in the composition along with the active con^xjimd (saliqrlic acid). 
Blank further discloses Uiat the inclusion of an anti-inflammatDiy agent enhances the 
wrinkle regulating benefits of flie composition. Blank further discloses that the anti- 
inflammatory agent is believed to provide strong protection against UVA radiation thereby 
preventing further wrinkle formation caused by UV irradiation. Thus, the combination 
disclosed in Blank is intended to provide broad antiwrinkle protection. See Blank at col. 5, 
lines 3-14. 

Clearly, Blank is substantially directed to providing a salicylic acid comprising 
composition that is compatible with persistent treatment of nonnal skin aging. In this 
context. Blank discloses that this objective is achieved by providing a composition 
comprising both salicyUc add and anti-inflammatory agent because the latter wUl enhance 
the wrinkle regulating benefits of the composition. That is. Blank discloses using an anti- 
inflammatory agent in the disclosed composition as an additional compound for the anti- 
inflammatory agent's antiwrinkle properties. Blank does not disclose or fekly suggest a ^ 
composition comprising a combination of at least one IL-1 antagonist and/or TNF-alpha 
antagonist and at least one active agent that elicits a desked effect in the composition. 
AdditionaUy, Blank foils to further require that the composition comprise an active agent m 
an amount sufficient to cause irritation to a user but for the presence of the at least one IL-1 
antagonist and/or at least one TNF-alpha antagonist. 
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Like Parker. Blank also fails to disclose or fairly suggest a composition that meets 
the functional limitations of the presently claimed composition. That is. because Blank fails 
to disclose or suggest a combination of IL-l antagonist and/or TNF-alpha antagonist and an 
active agent, Applicants submit that the composition of Blank would not contain the ratio of 
irritant relative to lL-1 antagonist and/or TNF-alpha antagonist present in the composition 
of the presently claimed invention. 

Applicants submit that it is noteworthy that even though Blank discloses using 
benzofuran derivatives. Blank only discloses including benzofuran derivatives to increase 
the wrinMe regulating benefits of the disclosed composition. See Blank at col. 7, lines 40- 
41 . . In stark contrast to the composition of the presenUy claimed invention.\i|toii;t foils to 
disclose or even suggest including an anti-inflammatory agent in the disclosed composition 
fbr its ability to antagonize an irritant side effect produced by an active agent present in the 
composition, as defined m the independent claimii) Moreover. Blank neither discloses nor 
suggests including a sufficient amount of at least one IL-I and/or a TNF-alpha antagonist 
and/or at least a histamine antagonist in the disclosed composition for the abUity of such 
antagonist to antagonize iiritant side effects of an active agent present in the composition. 

For at least these reasons, the composition of the presenfly claimed invention would 
not have been obvious over Parker in view of Blank, Accordingly, withdrawal of the 
§103(a) rejection over Parker in view of Blank should be withdrawn. 
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Claims 1-18 stand rejected under 35 U.S.C. §103(a) as being iuq>atenuble over 
Blank in view of Skomicki (U.S. Patent No. 4,902,800). For at least the reasons that 
follow, withdrawal of die rejection is in order. 

For at least all the reasons explained above, Blank fails to disclose or suggest the 
composition of the presently claimed invention. 

SkotnicM £uls to overcome the above deficiencies of Blank. ^totnidU relates to 
novel con^unds possessing mterleukm 1 (EL-l) antagonist activity and having anti- 
inflammatory activity. See Skotnida at col. 1, lines 5-7. 

In particular, Skotnida discloses that the disclosed compounds can be administered 
alone or by combining them with conventional carriers. See Skomidti at col. 3, lines 36- 
38. Skotnida also discloses that the formulation of the disclosed compound is adapted for 
topical administration. See Skotnida at col. 3. lines 52-56. 

Generally, the objective of Skotnida is to provide novel compounds having IL-1 J^' 

V 

antagonist activity. Skatnicki achieves this objective by providing novel compounds cv 
corresponding to l-substituted-4-pyrolidmopiperidiiies. Skotnida foils to disclose or 
suggest a composition coraprismg a combination of at least one IL-1 antagonist and/or at 
least one TNF-alpha antagonist and at least one active agent that elicits a desired effect, as 
set forth, for example, in independent claim 1. j^dditionally, Skotnida fails to further 
disclose a composition comprising an active agent contained in an amount sufficient to 
cause irritation to a user but for the presence of the at least one IL-1 antagonist and/or at 
least one TNP-alpha antagonist. Like Parker and Blank. Skotnida also foils to disclose or 
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fairly suggest a coxzq>osition that meets the functional limitations of the presently claimed 
invention. That is, the coc^sition of Skonudd^ like both Parker and Blanks also would 
not include the ratio of irritant relative to IL-1 antagonist and/or the TNF-alpha antagonist 
present in the composition of the presently claimed invention. 

For at least these reasons the composition of the presently claimed invention would 
not have been obvious over Bkuik in view of SkotnicJd. Accordingly, withdrawal of the 
§ 103(a) rejection over Blank in view of Skotmcki is respectfully requested. 

As a final note Applicants have amended the specification to provide a more 
accurate English language translation of the French priority document. That is. Applicants 
have amended the Application and claims by replacing the words "inflammation'* and 
"sensations of inflammation" with the words —overheating- and —sensations of 
overheating— respectively. 

From the foregomg, further and favorable action in the form of a Notice of 
Allowance is believed to be next in order, and such action is eamestly solicited. 
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If there are any questions concerning tins paper or the Application in general, the 
Examiner is invited to telephone tiie undersigned at the Examiner's earliest convenience. 

Respectfully submitted. 



Burns, Doane, Swecker & Mathis, l.l.p. 




Martin A. Bruehs 
Registration No. 45.635 

P.O. Box 1404 

Alexandria, Virginia 22313-1404 
(703) 836-6620 

Date: December 20, 2001 
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Mark-up of the Abstract 

The invention relates to the use of a histamine antagonist, an inte;rleukin-l 

antagonist and/or a TNF-alpha antagonist in a cosmetic, pharmaceutical or dermatological 
composition for treating sensitive skins. It relates especially to the use of a histamine 
antagonist, an interleukin-1 antagonist and/or a TNF-alpha antagonist for preventing and/or 
combating skin irritations and/or sores and/or erythema and/or dysaesthesic sensations 
and/or sensations of [inflammation] overheating and/or pruritus and/or prickling and/or 
tmgling and/or discomfort and/or tightness of the skin and/or mucosae. It also relates to a 
composition containing a histamine antagonist, an interIeukin-1 antagonist and/or a 
TNF-alpha antagonist which limits or eliminates the irritant side-effects of certain products, 
and in particular of certain cosmetic, dermatological or pharmaceutical active agents. 
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Mark-up of the Specification. 

Paiagraph number 7 

—The Applicants have carried out numerous clinical tests and have been able to 
determine the syixq>toms associated with sensitive skms. These symptoms are, in particular, 
subjective signs which are essentially dysaesthesic sensations. Dysaestiiesic sensations are 
understood to mean more or less painfiil sensations experienced in an area of the skin, such 
as prickling, tingling, itching or pruritus, burning, [inflammation,] (werht^titt^ 
discomfort, tightness, and the like.— 

Paragraph number 11 
-An imolerant skin is a skin which reacts by sensations of [inflammation] 
o yerhcating or of tightness, by pruritos. that is to say by itching or prickling, by tingling 
and/or red blotches, to different factors such as the envtfonment, emotions and foods. In 
general, tiiese signs are associated with erythema and with a skin with or without sores. - 

Paragr^h number 12 
-"Sensitive" scalps have a more unequivocal symptomatology: the sensations of 
pruritus and/or of prickling and/or of [mflammation] ovftrh«^^ ||g are essentiaUy triggered 
by local factors such as rubbing, soap, surfectants, hard water with a high chalk 
concentration, shampoos or lotions. These sensations are also sometimes triggered by 
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Atteghtnftnt to Afnenchnmt datftd Derenrihffr 20, 2001 

Mark-up of the Specification. 



factors such as the environment, motions and/or foods. Erythema and hyperseborrhoea of 
the scalp as well as a dandruff state are frequently associated with the above signs.— 



—Moreover, in some anatomical regions, such as the major folds (inguinal, genital, 
axillary, popliteal, anal and inframammary regions, bend of the elbow) and the feet, 
sensitive skin manifests itself in pruriginous sensations and/or dysaesthesic sensations 
([inflammation] overheating, prickling) associated especially with sweating, with rubbmg, 
with wool, with surfactants, with hard water with a high chalk concentration and/or with 
temperature changes.— 

Paragraph number 20 
-In addition, the Applicants found that the addition of interleukin-1 antagonists 
and/or of TNF-alpha antagonists to cosmetic, pharmaceutical or dermatological 
coixq>9sitions for topical application Containing irritant products (alpha-hydroxy acids, 
retinoids, benzoyl peroxide, etc.) also enabled the irritation reactions usually caused by 
these products to be decreased or even eliminated. These irritation reactions manifest 
themselves within moments following application, in dysaesthesic sensations 
([inflammation] overheating, burning, itching or pruritus sensations, prickling sensations, 
tightness, etc.), and/or in red blotches, and/or in edema. These irritation states may also 



Paragraph number 13 
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Mark-up of Claims 1 and 2 



1 . (Amended) A composition suitable for phannaceutical. cosmetic or 
dennatological usage, said composition comprising: 

= a namounrof at least one agent [which produces] sufficient an 

irritant side^ect[.] to a user whr^n .itiTiz^ in . j^ ^jtinn 

i nclude an infprlni1rin-1 antflronlKt or a TNF-flln hfi T>mr i .^onir t «nH ..w.;. 
sai d irrit a nt arent is m artivi. ap.^t \^ ^ ^j^ rimrp ^^j^ 
an a mount of at least one con^wund selected from the group consisting of 
interleukin-1 antagonists, TNF-alpha antagonists and combinations thereof, 
[in an amount effectivel fiufficieni to [antagonize] nrev^r .11.^^ ,^^ ^aid 
irritant side-effect, and a cosmetically, dermatologically or pharmaceutically 
acceptable medium therefor. 

2. (Amended) The conqwsition of Claim 1. wherein the agent which produces 
an irritant sideneffect is selected from the groT^> consisting of alpha-hydroxy acids, beia- 
hydroxy acids, alpha-keto acids, beta-keto acids, retinoids, antiualins. anihranoids. 
peroxides, minoxidil, lifliium salts, antimetabolites, vitamin D[.] and depigmentation 
agents[. solvents, perfomes, preservatives, surfactants and alcoholic solutions]. 



